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FINAL ACTION 

1. Applicant's amendment filed on May 3, 2004 is acknowledged and has been entered. 
Claims 7-9 have been amended. Claims 1-6 have been canceled. Claims 11-14 have been 
added. Claims 7-14 are pending and discussed below. All of the amendments and arguments 
have been thoroughly reviewed and considered but are deemed moot in view of the new grounds 
of rejections based on Applicant's amendment. 

This action is made FINAL. 

2. The text of those sections of Title 35, U.S. Code not included in this action can be found 
in a prior Office action. 

Previous Rejections 

3. The claim rejection under 35 USC 1 12 second paragraph directed to claims 7-10 as being 
indefinite is withdrawn in view of Applicant's amendment of claim 7. The prior art rejection 
under 35 USC 103(a) is maintained and discussed below. 

Claim Rejections - 35 USC § 103 

4. Claims 7-10 are rejected under 35 U.S.C. 103(a) as being unpatentable over Godiska et 
al. (5,759804, filed November 17, 1993) in view of Shen et al. (EP 0 726 310 Al February 09, 
1996). Regarding claims 7-10, Godiska et al teach a method comprising a random mixture of 
oligonucleotides which are 6-mers, wherein the composition further contains at least a supply of 
nucleotides for chain extension, a labeled nucleotide, and a polymerase enzyme (col. 8, lines 27- 
31). Godiska et al differs from the instant invention in that Godiska et al do not expressly teach 
wherein the solution comprising the random mixture of hexamers is in a freeze-dried state. Shen 
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et al teach a method and composition similar to that of Godiska et al, wherein the reagents of the 
composition are in a dry state (page 4, lines 37-41). Shen et al teach wherein the composition 
may comprise primers, a polymerase enzyme, a supply of nucleotides for chain extension, and a 
stabilizer, wherein said reagents of the composition are in a freeze-dried state (page 6, lines 3-7 
and 22). Shen et al teach that a composition present in the dry state is advantageous because the 
composition is stable for a prolonged period, even when stored at high temperature. Shen et al 
further teach that a composition in a dried state is useful in shipping and storage of commercial 
preparations for use in e.g., nucleic acid amplification kits (page 6, lines 39-41). Therefore, it 
would have been obvious to one of ordinary skill in the art at the time the claimed invention was 
made to have been motivated to have provided a random mixture of hexamers in the method as 
taught by Godiska et al in a dried state. One of ordinary skill in the art would have been 
motivated to do so for the advantage taught by Shen et al that a nucleic acid composition (such as 
primers) present in a dried state is useful in shipping and storage of commercial preparations due 
its increase stability. 
Applicant's Traversal 

5. Applicant traverses the rejection on the following grounds: Applicant states Applicant's 
invention is not anticipated by any of the prior art. Applicant states that as discussed in the 
interview, the application examples demonstrate a critical and unexpected difference in self- 
priming activity and labeling intensity between 6-8 mers and 9-mers and there is no suggesting 
in the art that such a difference could occur. Applicant states that accordingly, the obviousness 
rejection under 35 USC 103(a) should be withdrawn because the art fails to teach the desirability 
of short primers in a dried primer system or that 6-mers to 8-mersf would behave differently with 
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respect to self-priming activity and labeling intensity than do 9-mers. Applicant states that more 
specifically, Godiska discloses liquid 6-mers but fails to teach (1) that the selection of 6-mers to 
8-mers constitutes a critical range or (2) that short primers (6-8 mers) would be desirable in a 
dried primer system. Applicant states that while Godiska discloses a random mixture of 6-mers 
and other ingredients the Examiner acknowledges that Godiska does not teach a labeling 
composition in a dry state. Applicant states that more over, there is nothing in Godiska that 
teaches that the selections of 6-mers to 8-mers is important in either the liquid or freeze dried 
state to reduce self- annealing. Applicant states that in fact, self-annealing is not mentioned at all. 
Applicant further asserts that Shen discloses dried 48-mers and 22-mers primers but fail to 
suggest that such dried primers should be shortened (or alternatively any reason why the short 
primers of Godiska should be dried). This is because the prior art generally taught that longer 
primers were preferred because longer primers have higher melting temperatures and are thus 
more specific. Applicant contends that moreover, Shen acknowledges that "whether a particular 
composition will function to preserve biological activity for a particular biologically active 
material is not a prori predictable" and only discloses freeze-drying as an "option. Applicant 
states that in addition, Shen fails to provide any reason why the primers of Godiska should be 
dried, given the fact that shorter primers were thought to be inherently more stable and that there 
was no reasons to believe that the shorter Godiska primers would benefit from being in a freeze- 
dried kit. Applicant concludes that the rejections should be withdrawn 
Exam in er f s Response 

6. All of the arguments and amendments filed on May 3, 2004 have been thoroughly 
reviewed and considered but they are not found persuasive for the reasons that follow: In 
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response to Applicants arguments that the rejection should be withdrawn because the art fails to 
teach the desirability of short primers in a dried primer system or that 6-mers to 8-mers would 
behave differently with respect to self-priming activity and labeling intensity than do 9-mers, it is 
noted that the features upon which applicant rely are not recited in the rejected claim(s). 
Although the claims are interpreted in light of the specification, limitations from the specification 
are not read into the claims. See In re Van Geuns, 988 F.2d 1181, 26 USPQ2d 1057 (Fed. Cir. 
1993). Likewise, the courts have established that during patent examination, the claims must be 
interpreted broadly as reasonably allow (In re Zletz, 893 F.2d321-22, 13 USPQ2d 1320, 1322 
(Fed. Cir. 1989). In this case, the claims as broadly written are not limited in the way Applicant 
contends nor do the claims recite any features which would suggest the desirability of short 
primers in a dried primer system or that 6-mers to 8-mers would behave differently with respect 
to self-priming activity and labeling intensity than do 9-mers. There is nothing in the claims that 
indicates that random primers 6-mers to 8-mers in a dried state results in forming a random 
mixture of oligonucleotides which are resistant to self-annealing. More specifically, there are no 
limitations in the claims that would suggest that such results were achieved. Thus the claims do 
not describe the steps or characteristics, which distinguishes them from the prior art. 

In response to applicant's arguments against the references individually, one cannot show 
nonobviousness by attacking references individually where the rejections are based on 
combinations of references. See In re Keller, 642 F.2d 413, 208 USPQ 871 (CCPA 1981); In re 
Merck & Co., 800 F.2d 1091, 231 USPQ 375 (Fed. Cir. 1986). In this case, the primary 
reference, Godiska et al., is cited for its teaching of a method comprising a random mixture of 6- 
mers oligonucleotide as required by the claims 6 and 1 0 and reagents for a chain extension assay 
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as required by claim 9. As stated in the prior Office action of 1/29/2004, Godiska et al do not 
expressly teach wherein the 6-mers are in a dried state. However, this limitation is provided in 
the teachings of the secondary reference by Shen. As noted above, Shen et al teach a method and 
composition comprising primers in a dried state and reagents for chain extension as required by 
claims 7 and 8. Shen provides motivation for providing the primer and other reagents required 
for chain extension in a dry state. To reiterate, Shen et al teach that a composition present in the 
dry state is advantageous because the composition is stable for a prolonged period, even when 
stored at high temperature. Shen et al further teach that a composition in a dried state is useful in 
shipping and storage of commercial preparations for use in e.g., nucleic acid amplification kits. 
Thus, the combined teaching of Godiska et al in view of Shen et al establishes a case of 
obviousness over the instant over the instant invention. MPEP 8 th edition states that "[T]he test 
for obviousness is not whether the features of a secondary reference may be bodily incorporated 
into the structure of the primary reference.... Rather, the test is what the combined teaching of 
those references would have suggested to those of ordinary skill in the art " In re Keller, 642 
F.2d 413, 425, 208 USPQ 871, 881 (CCPA 1981). See also In re Sneed, 710 F.2d 1544, 1550, 
218 USPQ 385, 389 (Fed. Cir. 1983) ( f '[I]t is not necessary that the inventions of the references 
be physically combinable to render obvious the invention under review."); and In re Nievelt, 482 
F.2d 965, 179 USPQ 224, 226 (CCPA 1973) ("Combining the teachings of references does not 
involve an ability to combine their specific structures"). 

Applicant is once again advised that unexpected results as indicted by Applicant must 
correlate with the invention provided in the specification. While the claims broadly recite a 
method of forming a random mixture of oligonucleotides which is resistant to self-annealing as 
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recited in the claims 7-10, the specification on the other hand illustrates a reduction in the 
percentage of self-priming when utilizing oligonucleotides 6-mers to 8-mers versus 9-mers but 
does not illustrate a resistance to self-annealing by selecting a mixture of said oligonucleotides. 
The specification further teaches that the percentage or rate of dCTP incorporation is critical to 
the self-priming abilities of the random primers that are 6-mers to 8-mers versus primers that are 
nanomers. The claims must make clear the discovery of the unexpected results as supported by 
the specification as originally filed. 

In view of the foregoing, Applicant's arguments are not sufficient to overcome the prior 
art rejections. Accordingly, the rejection under 35 U.S.C. 103(a) is maintained. 

New Ground(s) of Rejections 

THE NEW GROUND(S) OF REJECTIONS WERE NECESSITATED BY 
APPLICANT'S AMENDMENT TO THE CLAIMS: 

Claim Rejections - 35 USC § 112 first paragraph: New Matter 

7. The following is a quotation of the first paragraph of 35 U.S.C. 1 12: 

The specification shall contain a written description of the invention, and of the manner and process of making 
and using it, in such full, clear, concise, and exact terms as to enable any person skilled in the art to which it 
pertains, or with which it is most nearly connected, to make and use the same and shall set forth the best mode 
contemplated by the inventor of carrying out his invention. 

8. Claims 7-10 are rejected under 35 U.S.C. 112, first paragraph, as failing to comply with 
the written description requirement. The claim(s) contains subject matter which was not 
described in the specification in such a way as to reasonably convey to one skilled in the relevant 
art that the inventor(s), at the time the application was filed, had possession of the claimed 
invention. The claims are drawn to a method of forming a random mixture of oligonucleotides 
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which is resistant to self-annealing comprising the steps of selecting a random mixture of 
oligonucleotides which are 6-mers to 8-mer and drying said mixture. Applicant provides no 
cited support for the new limitation "oligonucleotides which is resistant " and thus a review of the 
specification as originally filed does not support or depict what is claimed. While the 
specification illustrates as a group a reduction in the percent (%) of self-priming when utilizing 
mixtures of oligonucleotides which are 6-mer to 8mers versus oligonucleotides which are 9- 
mers, there is no disclosure which illustrates whether or not the reduction in % of self-priming is 
due to a "selection process" of oligonucleotides having a self annealing resistant property or 
whether or not the reduction in % self-priming is due to an interaction between the random 
oligonucleotides or whether or not the reduction in the % of self priming is due the sequences of 
the oligonucleotides. No support has been found anywhere in the specification which suggests 
that the oligonucleotides of the invention are "resistant" to self-priming or "resistant" to self- 
annealing. Therefore, the specification would not have suggested to the skilled artisan that the 
Applicant was in possession of the claimed invention as of filing date. 

Claim Rejections - 35 USC §103 
9. The following is a quotation of 35 U.S.C. 103(a) which forms the basis for all 
obviousness rejections set forth in this Office action: 

(a) A patent may not be obtained though the invention is not identically disclosed or described as set forth in 
section 102 of this title, if the differences between the subject matter sought to be patented and the prior art are 
such that the subject matter as a whole would have been obvious at the time the invention was made to a person 
having ordinary skill in the art to which said subject matter pertains. Patentability shall not be negatived by the 
manner in which the invention was made. 
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10. Claims 11-14 are rejected under 35 U.S.C. 103(a) as being unpatentable over Godiska et 
al. (5,759804, filed November 17, 1993) in view of Shen et al. (EP 0 726 310 Al February 09, 
1996). Regarding claims 11-14, Godiska et al teach a method comprising a random mixture of 
oligonucleotides which are 6-mers, wherein the composition further contains at least a supply of 
nucleotides for chain extension, a labeled nucleotide, and a polymerase enzyme (col. 8, lines 27- 
31). Godiska et al differs from the instant invention in that Godiska et al do not expressly teach 
wherein the solution comprising the random mixture of 6-mers is in a freeze-dried state. Shen et 
al teach a method and composition similar to that of Godiska et al, wherein said composition is 
present in a dry state (page 4, lines 37-41). Shen et al teach wherein the composition may 
comprise primers, a polymerase enzyme, a supply of nucleotides for chain extension, and a 
stabilizer (page 6, lines 3-7 and 22). Shen et al teach that the composition present in the dry 
state is advantageous because the composition is stable for a prolonged period, even when stored 
at high temperature. Shen et al further teach that a composition in a dried state is useful in 
shipping and storage of commercial preparations for use in e.g., nucleic acid amplification kits 
(page 6, lines 39-41). Therefore, it would have been prima facie obvious to one of ordinary skill 
in the art at the time the claimed invention was made to have been motivated to have provided 
the random mixture of 6-mers in the method as taught by Godiska et al in a dried state for the 
advantage taught by Shen et al that a nucleic acid composition (such as primers) present in a 
dried state is useful in shipping and storage of commercial preparations due its increase stability, 
even when stored for prolonged periods or when stored at high temperatures. 
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Claim Rejections - 35 USC § 112 second paragraph: Indefiniteness 

11. The following is a quotation of the second paragraph of 35 U.S.C. 1 12: 

The specification shall conclude with one or more claims particularly pointing out and distinctly claiming the 
subject matter which the applicant regards as his invention. 

12. Claims 7-10 are rejected under 35 U.S.C. 112, second paragraph, as being indefinite for 
failing to particularly point out and distinctly claim the subject matter which applicant regards as 
the invention. 

(a) Claims 7-10 are indefinite at the step of "selecting" a random mixture of oligonucleotides 
because the specification and claims does not define what is meant by "selecting" and it is 
unclear how one is to distinguish or "select" an oligonucleotide which is 6-mer to 8-mer from 
another oligonucleotide 6-mer to 8-mer to obtain its self-annealing resistance properties. 
Clarification is required. 

(b) Claims 7-10 is because the claims lack a final process step in claim 7 that clearly relates 
back to the preamble. The claims are drawn to "a method of forming a random mixture of 
oligonucleotides which is resistant to self- annealing". However, the final step recites a step of 
"drying said mixture". Thus it cannot be determined if the goal of the preamble, i.e., forming a 
random mixture of oligonucleotides which is resistant to self-annealing is achieved or not, and if 
achieved, in what step. Likewise, it cannot clearly be determined if the claims are intended to 
recited "a method of drying a mixture of random oligonucleotide which are 6-mers to 8-mers" or 
"a method of forming a random mixture of oligonucleotides which is resistant to self-annealing". 
While minute details are not required in method claims, at least the basic steps must be recited in 
a positive, active fashion (see ex parte Erlich, 3 UsPQ2dl011, p. 1011 (Bd. Pat, Applicant. 
Int. 1986). Clarification is required as to Applicant's intent. 
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Conclusion 

13. No claims are allowed. Applicant's amendment necessitated the new ground(s) of 
rejection presented in this Office action. Accordingly, THIS ACTION IS MADE FINAL. See 
MPEP § 706.07(a). Applicant is reminded of the extension of time policy as set forth in 37 
CFR 1.136(a). 

A shortened statutory period for reply to this final action is set to expire THREE 
MONTHS from the mailing date of this action. In the event a first reply is filed within TWO 
MONTHS of the mailing date of this final action and the advisory action is not mailed until after 
the end of the THREE-MONTH shortened statutory period, then the shortened statutory period 
will expire on the date the advisory action is mailed, and any extension fee pursuant to 37 
CFR 1.136(a) will be calculated from the mailing date of the advisory action. In no event, 
however, will the statutory period for reply expire later than SIX MONTHS from the date of this 
final action. 

14. Any inquiry concerning this communication or earlier communications from the 
examiner should be directed to Cynthia B. Wilder, Ph.D. whose telephone number is (571) 272- 
0791. The examiner works a flexible schedule and can be reached by phone and voice mail. 
Alternatively, a request for a return telephone call may be emailed to cynthia.wilder(%uspto.gov . 
Since email communications may not be secure, it is suggested that information in such request 
be limited to name, phone number, and the best time to return the call. 

If attempts to reach the examiner by telephone are unsuccessful, the examiner's 
supervisor, Gary Benzion can be reached on (571) 272-0782. The fax phone number for the 
organization where this application or proceeding is assigned is 703-872-9306. 
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Information regarding the status of an application may be obtained from the Patent 
Application Information Retrieval (PAIR) system. Status information for published applications 
may be obtained from either Private PAIR or Public PAIR. Status information for unpublished 
applications is available through Private PAIR only. For more information about the PAIR 
system, see http://pair-direct.uspto.gov. Should you have questions on access to the Private PAIR 
system, contact the Electronic Business Center (EBC) at 866-217-9197 (toll-free). 

Patent applicants with problems or questions regarding electronic images that can be viewed in the Patent 
Application Information Retrieval system (PAIR) can now contact the USPTO's Patent Electronic Business Center 
(Patent EBC) for assistance. Representatives are available to answer your questions daily from 6 am to midnight (EST). 
The toll free number is (866) 217-9197. When calling please have your application serial or patent number, the type of 
document you are having an image problem with, the number of pages and the specific nature of the problem. The 
Patent Electronic Business Center will notify applicants of the resolution of the problem within 5-7 business days. 
Applicants can also check PAIR to confirm that the problem has been corrected. The USPTO's Patent Electronic 
Business Center is a complete service center supporting all patent business on the Internet. The USPTO's PAIR system 
provides Internet-based access to patent application status and history information. It also enables applicants to view 
the scanned images of their own application file folder(s) as well as general patent information available to the public. 

For all other customer support, please call the USPTO Call Center (UCC) at 800-786-9199. 
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